Clinical Snippets  by unknown
2908 Journal of Investigative Dermatology (2015), Volume 135 © 2015 The Society for Investigative Dermatology
CLINICAL SNIPPETS
Like CLOCKwork
Previous studies have suggested that 
psoriasis may be associated with 
problems in circadian rhythm. Ando 
and colleagues demonstrated that 
mutation of the central circadian 
clock protein gene Clock amelio-
rated psoriasis-like skin inflammation 
in mice treated with imiquimod. This 
effect was associated with decreased 
expression of IL-23 receptor (IL-23R) 
in γδ+ T cells, probably due to direct 
binding of CLOCK to the IL-23R pro-
moter. In addition, IL-23R expression, which has been implicated in psoriasis patho-
genesis, was found to be under circadian control in this system. Clock mutation blunt-
ed the response of γδ+ T cells to IL-23. Together, these results implicate Clock as a 
novel regulator of psoriasis-like skin inflammation in mice and establish a direct link 
between psoriasis and the circadian clock. See page 3001 
The Macrophage Effect
Macrophages influence stem cell sur-
vival, proliferation, and differentiation 
and have previously been implicated 
in infantile hemangioma (IH). Zhang 
and colleagues found that macro-
phages regulate the progression of 
IH in vitro and in a mouse model by 
promoting the proliferation and vas-
culogenesis of stem cells in IH while 
simultaneously suppressing adipo-
genesis of these cells. Furthermore, 
these effects are mediated via the 
Erk1/2 and Akt signaling pathways. 
These findings suggest that targeting infiltrating macrophages may offer a promising 
therapeutic approach for IH, which, although often harmless, typically exhibits slow 
regression, as well as other related vasculogenesis diseases. See page 3163
Pigmentation and Vascularization
In the epidermis, keratinocytes, Langerhans cells, melano-
cytes, and fibroblasts all play crucial roles in pigmentation. 
Regazzetti and colleagues showed that dermal vascular 
endothelial cells also contribute to the complex regula-
tion of skin pigmentation. This effect is mediated, in part, 
by secretion of endothelin and subsequent upregulation 
of key gene regulators of melanogenesis. Endothelin acts 
through endothelin receptor B and MAPK, ERK1/2, and 
p38 to induce melanogenesis. A better understanding of 
the pathway linking vascularization and pigmentation will 
facilitate development of topical agents to treat pigmenta-
tion disorders. See page 3096
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Same Mutation, 
Different Site
The possibility that inter- or 
intratumoral differences in 
BRAF mutations in primary 
and metastatic melanoma 
lesions contribute to the 
resistance to BRAF inhibi-
tors or to the recurrence of 
melanoma following treat-
ment has been raised. Using 
quantitative PCR and immu-
nohistochemistry, Riveiro-
Falkenbach and colleagues 
found that BRAFV600 muta-
tion status was consistent in 
paired primary and meta-
static melanoma samples 
from 140 patients. Thus, the 
BRAF status is quite con-
sistent during melanoma 
progression, refuting the 
possibility that such hetero-
geneity underlies intrinsic 
resistance to BRAFV600 inhibi-
tors. See page 3078
Acidic Environment
Lee and colleagues 
described a murine model of 
the so-called atopic march 
from atopic dermatitis skin 
lesions to respiratory allergy 
and asthma. NC/Nga mice 
were repeatedly exposed 
cutaneously and then via 
inhalation to the house dust 
mite allergen. Interestingly, 
topical treatment with a 
cream with neutral pH accel-
erated and increased the 
inflammation in both the 
skin and the respiratory sys-
tem, whereas treatment with 
an acidic cream reduced 
these effects, highlighting 
the notion that preventing a 
neutral environment on the 
stratum corneum may be a 
useful intervention to clini-
cally halt the atopic march. 
See page 3025
